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AB Background: Fabry disease is an X- linked inborn error of 
glycosphmgolipid 

catabolism resulting from a deficiency of the lysosomal 
exoglycohydrolase, j'o^^Bumcix 

replacement therapy is currently available 
for Fabry disease, but early diagnosis before the onset of irreversible 
pathol will be mandatory for successful treatment. PresympJoml^Ic 
detection would be possible through the use of a newborn-i^KenJnq 
program We report on the use of sensitive assays for the Jeas^^ement of 
a-galactosidase protein and activity and for the protein '"^^^^''^'"^^^ °^ 
saposxn C which are diagnostic markers for Fabry disease 
Methods: Two sensitive immunoassays for the measurement of 
a-galactosidase activity and protein were used to determine the concns 
of a-galactosidase in dried filter-paper blood spots and " 
storage^^""^ ^^""^ patients and patients with a lysosomal 

fn^nMf'' i^f^- F^b^y hemizygous individuals were clearly 

Identified from control populations by decreases in both 

ft activity and protein. Fabry heterozygotes generally 
faiosJn C enaSed ^Tf t""^ controls. Including the measurement of 
coS??o?s Tn differentiation between Fabry heterozygotes and 

controls. In blood spots, all Fabry individuals could be 
distinguished from control blood spots as well as from 16 other 
activit? Conclusions: The determination of a-galactosidase 

protein in dried filter-paper blood spots could be used for the 

b^n^^H^fo^^r ]^ Pf^i?"*^^: "it^ further validation, these assays could 
be used for the identification of Fabry patients in newborn-screeninq 

REFERES?r?S™r^ ""^ '''?<,'^" '"i^"^'" screening high-risk popS^tS. 
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Fabry disease is an X-linked inborn error of 



CODEN: CLCHAU; ISSN: 

PUBLISHER: 

DOCUMENT TYPE: 

LANGUAGE : 

AB Background : 

glycosphingolipid 

catabolism resulting from a deficiency of the lysosomal 

exoglycohydrolase , 

a-galactosidase. Enzyme replacement therapy is currently available 
for Fabry disease, but early diagnosis before the onset of irreversible 
pathol. will be mandatory for successful treatment. Pre symptomatic 
detection would be possible through the use of a newborn- screening 
program. We report on the use of sensitive assays for the measurement of 
a-galactosidase protein and activity and for the protein 
saposin C, which are diagnostic markers for Fabry 

disease. Methods: Two sensitive immunoassays for the measurement of 
a-galactosidase activity and protein were used to determine the concns . 
of a-galactosidase in dried filter-paper blood spots and 
plasma samples from control patients and patients with a lysosomal 
storage 

disorder (LSD). Results: Fabry hemizygous individuals were clearly 
identified from control populations by decreases in both 
a-galactosidase activity and protein. Fabry heterozygotes generally 
fell between the hemizygotes and controls. Including the measurement of 
saposin C enabled differentiation between Fabry 
heterozygotes and controls. In blood spots, all Fabry 
individuals could be distinguished from control blood spots as 
well as from 16 other LSD patients. Conclusions: The determination of 
a-galactosidase activity or protein in dried filter-paper 
blood spots could be used for the diagnosis of Fabry patients. 
With further validation, these assays could be used for the 
identification 

of Fabry patients in newborn- screening programs and may also be suitable 

for screening high-risk populations. 
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that this precursor cell in the digesting macrophage system also has an 
impaired metabolic catabolism for lipopigments (3) . Immunohistochemical 
studies indicate that microglial reaction in NCL brain is limited to 
resident microglia without contribution by circulating monocytes (4) . The 
granular osmiophilic deposit (GROD) type of NCL has now been established 
not only in infantile, but also in late-infantile, juvenile, and 
protracted-juvenile NCL (5) . A European Tissue Registry established 
within 

the framework of a European Concerted Action on Neuronal Ceroid- 
Lipofuscinosis may form the basis for additional collaborative studies on 
NCL, including both biopsy and autopsy tissues. 
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AB Activator proteins for sphingolipid hydrolases (saposins) are 

small acidic, heat-stable glycoproteins that stimulate the hydrolysis of 
sphingolipids by lysosomal enzymes. The molecular mass of each stimulator 
is about 10 kDa, but glycosylated forms of higher mass exist too. The 
distribution and developmental changes in two saposins and their 
precursor proteins were studied with the aid of monospecific antibodies 
against saposin-B and saposin-C, They show a wide 

distribution in rat organs and forms intermediate between saposin 
and prosaposin (the precursor protein containing four different 
saposin units) could be seen. The amount of saposin and 

the degree of processing from prosaposin are quite different in different 

tissues. The saposins are the dominant forms in spleen, lung, 

liver, and kidney, while skeletal muscle, heart, and brain contain mainly 

precursor forms. In human blood, leukocytes contain mainly 

saposin, while plasma contains mainly precursor forms and 

platelets show many forms. Their subcellular distribution was studied 

using rat liver. The saposins of approximately 20 kDa are 

dominant in the light mitochondrial, mitochondrial, and microsomal 

fractions, following the distribution of the activity of a lysosomal 

marker enzyme. The nuclear fraction exhibits bands corresponding to 

non-glycosylated saposin. The soluble fraction contained much 

precursor forms. A developmental study of rat brain showed that the 

concentration of saposin precursors increased with age. 
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the development of therapeutic approaches. Mice homozygous mutants die 
H^^^c^^ '^^^^ ^""^ neurological disorders contribute to the earl,. 

are absent. These findings suggest that prosaposln ™y be involved in 
^HeS^Jar iu^TrillulTol''' "P-^-tive organs, as well as, 
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HL^^°K^■° ^""'^ glycosylated forms of higher mass exist too The 

distribution and developmental changes in two%aposins a^d their" 

distribution in rat organs and forms intermediate between saDo<5in ^nH 
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AB Background: Fabry disease is an X-linked inborn error of 
glycosphingolipid 

catabolism resulting from a deficiency of the lysosomal 
exoglycohydrolase , 

a-galactosidase. Enzyme replacement therapy is currently available 
for Fabry disease, but early diagnosis before the onset of irreversible 
pathology will be mandatory for successful treatment. Presymptomatic 
detection would be possible through the use of a newborn- screening 
program We report on the use of sensitive assays for the measurement of 
a-galactosidase protein and activity and for the protein 
saposxn C, which are diagnostic markers for Fabry 

disease Methods: Two sensitive immunoassays for the measurement of 
a-galactosidase activity and protein were used to determine the 
concentrations of a-galactosidase in dried filter-paper 
blood spots and plasma samples from control patients and patients 
with a lysosomal storage disorder (LSD). Results: Fabry hemizygous 

hn^h''^ T^'t ''^T^'^y identified from control populations by decreases 
m both a-galactosidase activity and protein. Fabry heterozygotes 
generally fell between the hemizygotes and controls. Including the 
measurement of saposin C enabled differentiation 
between Fabry heterozygotes and controls. In blood spots all 
Fabry individuals could be distinguished from control blood 
spots as well as from 16 other LSD patients. Conclusions: The 
determination of a-galactosidase activity or protein in dried 
filter-paper blood spots could be used for the diagnosis of 
Fabry patients. With further validation, these assays could be used for 
the Identification of Fabry patients in newborn- screening programs and 



may 



also be suitable for screening high-risk populations 
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